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Opinion 


The Ethics of Continuing Placebo 


in SARS-CoV-2 Vaccine Trials 


As the severe acute respiratory syndrome coronavirus 
2 (SARS-CoV-2) pandemic continues to rage, develop- 
ing safe and effective vaccines is critically important. 
With unprecedented speed, multiple candidate vac- 
cines are now being evaluated in placebo-controlled 
clinical trials that have enrolled hundreds of thou- 
sands of participants. 






received placebo, considering the strong results and par- 
ticipants’ contribution to the research.'? 

This Viewpoint argues that given limited vaccine 
supply for at least several months, only the participants 
receiving placebo who would be eligible for vaccina- 
tion outside the trial should be offered access to the vac- 
cines at this point. The argument is explored in the US 
context, setting aside ethical questions about global vac- 
cine distribution. 

If the US Food and Drug Administration grants an 
Emergency Use Authorization for the vaccines, as 
appears likely at the time of writing, the supply of vac- 
cines will initially be limited. Government officials 





Clinical trials should offer vaccine 


to participants in the placebo groups 
who would be eligible for vaccination 


outside the trial. 


project that at most 40 million doses will be available in 
December 2020.? This amount would be sufficient to 
vaccinate 20 million people, a fraction of what would 
be needed to protect the population. Priorities for vac- 
cination therefore need to be set. 

Several ethical frameworks for prioritizing groups 
for vaccination have been developed, with significant 
overlap between frameworks (eAppendix in the 
Supplement). For example, the Advisory Committee 
on Immunization Practices to the Centers for Disease 
Control and Prevention has identified 4 priority groups 
with a view to maximizing benefits and minimizing 
harms, promoting justice, and mitigating health inequi- 
ties: health care personnel, other essential workers, 
adults with high-risk medical conditions, and adults 
aged 65 years or older.* Decisions about continuing 
coronavirus vaccine trials should be consistent with 
these ethical frameworks. 
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crease because participants in the placebo group would 
be given vaccine even when they have not been priori- 
tized for vaccination outside the trial. 


The best way to resolve these uncertainties is to con- 
tinue placebo-controlled trials, given the substantial risks 
of bias in observational studies of vaccine effectiveness,” 
especially under rapidly changing circumstances. 


A key question for evaluating partici- 
pants’ risks is whether they are eligible for 
vaccination outside the trial. Although 
policies will differ by state, they should 
be guided based on the various ethical 
frameworks that have been developed, 
such as the framework from the Advi- 
sory Committee on Immunization 
Practices.* If participants are not eligible for vaccina- 
tion outside the trial, continuing in the placebo group 
would not make them worse off than they should have 
been outside of participating in the trial.© The risks of 
continuing their participation in the placebo group could 
therefore be justified, provided the trials yield valuable 
research data and participants are encouraged to mini- 
mize the risks of SARS-CoV-2 infection.’ In contrast, if 
participants are eligible for vaccination outside the trial, 
continuing in the placebo group would make them sig- 
nificantly worse off than they should have been out- 
side of participating in the trial. The risks to these par- 
ticipants seem difficult to justify; in any case, they could 
simply withdraw from the study and seek vaccination 
outside the trial. 

Careful statistical adjustments would have to be 
made for removing participants in the placebo group, 
perhaps with an “intent-to-continue” analysis of only 
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those who are not eligible for vaccination outside the trial. There cur- 
rently is limited information on how many participants in the ongo- 
ing trials would be offered vaccine because they belong to the iden- 
tified top priority groups for vaccination. The proportion could be 
less than 10% if health care personnel (estimated at 21 million, 6% 
of the population)* are prioritized exclusively in the first months of 
vaccine availability. The proportion could be greater if other prior- 
ity groups are also eligible for immediate vaccine access. However, 
even with a reduced trial cohort, important data could be gath- 
ered, especially if SARS-CoV-2 infection rates remain high and sev- 
eral months of additional follow-up are possible. 

The second ethical reason against offering vaccine to all partici- 
pants in the placebo groups of the trials is that this would yield lower 
health and health equity gains from vaccination overall if partici- 
pants do not belong to the identified priority groups. With a pro- 
jected vaccine supply for at most 20 million people through the end 
of 2020,? there will initially be barely enough vaccine to vaccinate even 
the top priority group identified across all ethical frameworks: the es- 
timated 21 million health care personnel.* Thus, if all participants in 
the placebo groups in the Pfizer-BioNTech trial (currently n = 43 651; 
placebo group, n = 21828) and Moderna trial (n = 30 OOO; placebo 
group, n = 15 OOO) were offered vaccine, this would mean that cur- 
rently up to 36 828 health care personnel or other individuals who 
have higher priority than the participants could not be vaccinated. The 
resulting loss of benefits could be significant. 

Participants who received placebo in the vaccine trials have 
made an essential contribution to testing vaccine safety and effi- 
cacy. Notably, they made this contribution without any promise 
during the consent process that they would later be prioritized for 
vaccination.® Participants in the placebo groups who are not eli- 
gible for vaccination outside the trial should not be placed ahead 
of groups that have been prioritized across ethical frameworks. 


Above all, this would fail to maximize benefits and minimize harms 
because participants in the placebo groups who are not health 
care personnel do not have an instrumental role in the pandemic 
response, and participants younger than 65 years or without high- 
risk medical conditions benefit less from being vaccinated. Never- 
theless, participants’ research contributions could be partially rec- 
ognized by offering the first vaccine doses to the participants in 
the placebo groups who belong to the identified priority groups 
for vaccination. 

Based on these ethical and scientific considerations, the follow- 
ing practical steps are recommended. Sponsors and investigators 
should inform participants about the encouraging interim results, 
including whether an Emergency Use Authorization for the vac- 
cines has been granted. They should then offer vaccine to partici- 
pants in the placebo groups of clinical trials who would be eligible 
for vaccination outside the trial. Crossover to the vaccines should 
happen as part of the trial, so that follow-up data on immune re- 
sponses and potential breakthrough infections can still be gath- 
ered. All other participants should remain blinded to whether they 
received vaccine or placebo in the trial and should be informed that 
while vaccine supplies are limited, vaccine is being offered only to 
the participants in the placebo group who would be eligible for vac- 
cination outside the trial. These participants should be encouraged 
to remain enrolled in the trial to generate valuable research data while 
engaging in physical distancing, mask wearing, and other strate- 
gies to minimize the risk of SARS-CoV-2 infection. These partici- 
pants should also be reminded that they have the right to with- 
draw from the trial without penalty. Finally, these recommendations 
should be revisited frequently with respect to the importance of con- 
tinuing placebo-controlled trials and the degree of vaccine scarcity, 
especially as more vaccine doses and potentially other vaccines be- 
come available. 
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